Given the incurable yet indolent nature of follicular lymphoma (FL) and the lack of a survival benefit seen with the early treatment of patients with a low tumor burden, watchful waiting has been the predominant strategy for treating asymptomatic patients with newly diagnosed FL for more than 2 decades. The success and tolerability of rituximab for the treatment of this disease, however, has led to challenges for this treatment paradigm and the consideration of early upfront treatment with rituximab monotherapy, with or without rituximab maintenance. These strategies have resulted in improvements in quality of life with a low incidence of toxicity and have led some to practice changes. However, based on uncertainty about how early treatment affects response to second treatment, the differential cost of treatment, and the lack of a survival benefit, observation remains an appropriate and viable strategy for select patients. (J Natl Compr Canc Netw 2015;13:367-370) 
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Learning Objectives
Upon completion of this activity, participants will be able to:
• Review the pros and cons of early treatment versus observation in the management of patients with FL • Discuss the potential benefits of chemoimmunotherapy as initial treatment for the management of patients with FL • Identify the indications of therapy in patients requiring treatment for FL "I will get by, I will survive!" This lyric from the Grateful Dead is relevant to the patient with asymptomatic follicular lymphoma (FL The reasons for this approach stemmed from the lack of effective therapy to cure the disease, coupled with the indolent behavior of FL. In these patients, the median time to first therapy was 31 to 36 months, and approximately 20% of patients did not require therapy at 17-year follow-up. Compared with a cohort of patients treated on protocol at diagnosis, no difference was seen in 5-year overall survival (OS) after initial observation, and the median OS for patients initially observed was 11 years, and perhaps better depending on histology. Moreover, in these studies, approximately 30% of patients with FL had spontaneous remissions. The indications for therapy for FL have largely not changed in 30 years, and include local symptoms from and compromise of normal organ function from progressive or bulky disease, B symptoms, symptomatic extranodal disease, cytopenias, and an increased pace of disease growth. The reports from Stanford suggested that more than 50% of patients could be observed. Another important observation from these studies was that the risk of histologic transformation was similar in patients who were observed and those receiving immediate therapy. Therefore, for more than 2 decades, patients who had no clear indications of therapy were generally observed.
Without question, the optimal way to determine whether there are advantages to early treatment for asymptomatic patients with no clear indications for treatment are randomized controlled trials evaluating observation versus therapy. Three randomized trials have compared observation versus immediate chemotherapy (Table 1) . [3] [4] [5] These trials compared chemotherapy regimens of different intensities versus observation followed by chemotherapy at progression. The largest trial of observation in FL included 309 patients with asymptomatic stage III or IV indolent lymphoma, with 66% having FL. 3 Patients were either treated immediately with chlorambucil or observed, and then treated with chlorambucil at progression. The findings of this study, at a median follow-up of 16 years, found no significant difference in OS or cause-specific survival between patients treated initially and those observed initially. The median time of observation was 31 months, and 19% did not require therapy at 10 years of observation, very similar to the Stanford experience reported more than 2 decades earlier. More importantly, the time to second therapy, from initial randomization, was significantly longer in patients who were initially observed (median time, 66 vs 43 months; P=.01). Similar findings have been reported by Brice et al 4 in patients with low tumor burden. Moreover, when treatment was needed, delay in treatment did not adversely impact response to treatment, with response rates of 78% and 70% after initial treatment with prednimustine and interferon-α, respectively, and 70% after deferred treatment, which was most commonly combination chemotherapy with cyclophosphamide, doxorubicin, teniposide, prednisone, and interferon. In fact, this regimen was only associated with a 50% to 64% response rate when used at relapse after initial treatment with prednimustine or interferon-α compared with 70% in the deferred treatment group, with similar time to second progression of 21 to 23 months for all 3 groups. OS did not differ among the groups. Therefore, the watch and wait approach has been often adopted for asymptomatic patients, although most eventually need treatment.
In studies within the past decade, progressionfree survival and OS of previously untreated patients has been significantly improved by the inclusion of rituximab in treatment regimens. 6, 7 Impressive results have been reported for previously untreated patients receiving rituximab alone for induction therapy followed by maintenance. 8 Martinelli et al 8 (SAK 35/98 study) reported that nearly half of the previously untreated patients were free of progression 8 years after rituximab induction and 4 maintenance doses. With the excellent results after antibody therapy alone for many patients who needed therapy, a recent randomized trial 9 has evaluated initial treatment with rituximab, with or without maintenance, or watchful waiting for asymptomatic patients with low-tumor-burden FL. This study by Ardeshna et al 9 raised the question of whether patients who typically are observed should be treated, and therefore whether observation should no longer be an option. In this multicenter study, 379 patients were randomized to watchful waiting, rituximab induction alone (R/R), or rituximab induction followed by 2 years of maintenance (R/M). The rituximab followed by observation, or R/R, arm closed early based on results of other studies demonstrating the progression-free survival benefit of R/M followed by induction with rituximab monotherapy. 8 However, the SAKK 35/98 trial was not specific to patients with low tumor burden, and many of these patients had a typical indication for treatment. In contrast, results from the RESORT trial, 10 which compared R/R and R/M specifically in patients with low-tumorburden FL, showed no difference in time to treatment failure between the arms. These results argue against the early closure of the R/R arm in the Ardeshna study. Most patients in both arms of the RESORT study (86% for R/R and 95% for R/M) did not require cytotoxic chemotherapy during the 3-year follow-up. Proponents of early treatment with rituximab for low-tumorburden FL argue that this compares favorably with the median time to treatment failure with a watch and wait approach, which has been 31 to 36 months.
Although in the Ardeshna randomized study of watch and wait versus R/M a significant difference was seen in the time to not needing new therapy for the watch and wait group compared with the patients undergoing R/M (46% vs 88%), many of the watchful waiting patients would be candidates for single-agent rituximab at disease progression. 9 Thus, this does not mean that half of these patients will require cytotoxic chemotherapy within 3 years. The patients treated with R/M had significant improvements in quality of life scores compared with those treated with watchful waiting, specifically with respect to mental adjustments to cancer, the ability to cope with illness, and the degree of worry about future treatment over time. Although the 2 groups differed significantly with respect to these outcome measures at 7-month follow-up, a small percentage of patients reported severe anxiety (9% vs 13%) or a deterioration in their mental adjustment to, or ability to cope with, their illness. No difference in histologic transformation or OS was observed. Finally, 12 grade 3/4 adverse events were seen in the patients who received rituximab, including neutropenia, infections, and infusion reactions.
The Ardeshna et al 9 study raises the question of whether asymptomatic patients with low-tumor-burden FL should receive R/M. Given the challenge of making OS an end point in a disease with a long natural history, a reasonable surrogate end point for this study would be time to second therapy for both the initially observed and the rituximab-treated groups. If there was a significant difference in time to second therapy, then there might be justification for earlier use of R/M. Because other key end points, specifically OS and incidence of histologic transformation, are not improved by R/M, this strategy is hard to recommend. Although quality of life was more favorable in those treated with R/M, the proportion of patients with severe anxiety and worry was still small in the watchful waiting group, and an R/M strategy is not a "free lunch." Increased adverse events, cost of treatment, and uncertainty about whether patients treated with R/M would respond differently to second treatment cast doubt on whether there is any true benefit to starting therapy early in patients who would otherwise not warrant treatment.
